Case reports of her right hand. She has clinodactyly and tongue malformations similar to the daughter. Ultrasound examination again revealed polycystic kidneys. However, renal function is normal at 44 years of age with a serum creatinine of 88 imoUl/ and urea of 5 8 mmolUl. She is of normal intelligence with no neurological dysfunction and computerised tomography of the head did not show any structural abnormality of the brain.
5 8 mmolUl. She is of normal intelligence with no neurological dysfunction and computerised tomography of the head did not show any structural abnormality of the brain.
There is no known history of congenital malformation or of renal disease in the mother's three brothers and three sisters, in the maternal grandmother, or in the maternal great grandmother.
Chromosomal studies of both the proband and her mother have shown normal female 46,XX karyotypes on analysis of banding patterns after trypsinGiemsa staining. Both had a large heterochromatic band on chromosome 1 visible on C banding; such a band is usually considered to be a normal population variant.
Discussion
These two patients add to the reported cases of OFD I associated with polycystic kidneys. The proband had end stage renal failure and is only the third adult female with this combination requiring maintenance dialysis. Although a chance association with the relatively common adult type polycystic disease of the kidneys cannot be excluded, this report supports the evidence for polycystic renal changes being a distinct feature of the syndrome. Further information from more extensive screening of patients with OFD I and, when possible, necropsies, will eventually reveal the true incidence of the renal abnormality.
As many as one-third of infants with OFD I die in their first year of life and it has been suggested that neuroradiological evaluation is a valuable guide to longevity8 and prognosis.7 8 Agenesis of the corpus callosum in combination with cerebral and cerebellar atrophy are the likely explanations for our patient's mental retardation, communication difficulty, and clumsy gait. However, these clinical features are relatively mild and the severe structural abnormalities of the brain in her case have been compatible with a happy life in sheltered employment.
The inheritance of OFD I is usually considered to be by an X linked dominant gene with lethality in the hemizygous male. The inheritance in this family would be compatible with this interpretation.
reported and discussed. The provided with an appropriate substrate (DOPA). There was no evidence of a structural abnormality of the melanosomal matrix. Pigment dilution in the surrounding skin was present and was almost certainly due, in the main, to the synthesis of relatively small numbers of stage IV melanosomes. A second factor causing hypopigmentation could have been the keratinocyte oedema associated with intercellular granular material, which together might have impeded melanosomal transfer. However, the possibility that these ultrastructural features were artefactual cannot be totally discounted.
Our patient and the other reported patients all had generalised hypopigmentation with severe psychomotor retardation. The ophthalmic and neurological features vary in these reports. Our patient most closely resembles the sibs described by Preus et al. 1 He had cerebral atrophy with marked atrophy of the occipital lobes on the CT scan, and in the case of Preus et al a similar finding was noted at necropsy. Other features in common between the two reports include myopia, osteoporosis, and acetabular hypoplasia.
There is obviously some heterogeneity in this group of syndromes and the delineation of this will depend on further case reports.
It is interesting to speculate on the aetiological link between generalised hypopigmentation and mental retardation in these syndromes. Neurones and melanocytes are embryologically derived from the same origin in the neuroectoderm. It appears that melanocytes, or possibly the melanin pigments they produce, are responsible for controlling the functional development of certain neural pathways. Guillery7 has shown that the projection of the neural pathways from the retina to the visual cortex is abnormal in a number of albino mammals. This finding has been confirmed in human albinos,8 and recently it has been shown that auditory brain stem pathways in human albinos also show anomalous projections.9 It may be that this is a more generalised phenomenon leading in extreme cases to psychomotor retardation through inappropriate neural connections. In our patient there was no asymmetry in the binocular flash visual evoked potentials, but the technique used is probably insufficient to exclude the type of anomalous decussation described by Creel et al.8 Unfortunately, because of the patient's age and mental retardation, it was not felt that he would be able to cooperate in monocular pattern visual evoked potentials, which are more sensitive in delineating abnormal visual pathways. An alternative explanation is that there is a common structural or biochemical abnormality, which affects both lysosomes and melanosomes. This may be a possible explanation in the cases of ElejaIde et al,6' but it is unlikely in our case as he had normal melanosomes and no cytoplasmic inclusion bodies.
Mental retardation does not occur as a direct result of tyrosinase deficiency in albinos as this enzyme is not present in the central nervous system, and the conversion of tyrosine to DOPA, and hence to the dopaminergic neurotransmitters in the central nervous system, is by tyrosine hydroxylase. "' It is likely that the oculocerebral hypopigmentation syndromes are autosomal recessive and so in view of the severe neurological involvement an effective prenatal diagnosis would be welcome. We had hoped that an abnormal skin biopsy would allow prenatal diagnosis in our family, but the microscopic changes were not sufficiently distinct to allow this.
